Background: Gastrointestinal (GI) tract cancer is one of the common causes of the mortality due to cancer in most developing countries such as Iran. The digestive tract is the major organ involved in the cancer. The northern part of the country, surrounded the Caspian Sea coast, is well known and the region with highest regional incidence of the GI tract cancer. In this paper our aim is to study the most common risk factors affecting the survival of the patients suffering from GI tract cancer using parametric models with frailty. Methods: This research was a prospective study. Information of 484 cases with GI cancer was collected from Babol Cancer Registration Center during 1990-1991. The risk factors we studied are age, sex, family history of cancer, marital status, smoking status, occupation, race, medication status, education, residence (urban, rural), type of cancer, migration status (indigenous, non-native). The studied cases were followed up until 2006 for 15 years. Hazard ratio was used to interpret the death risk. The effect of the factors in the study on the patients survival are studied under a family of parametric models including Weibull, Exponential, Log-normal, and the Log-logistic model. The models are fitted using with and without frailty. The Akaike information criterion (AIC) was considered to compare between competing models. Results: Out of 484 patients in the study, 321 (66.3%) were males and 163 (33.7%) were females. The average age of the patient at the time of the diagnosis was 59 yr and 55 yr for the males and females respectively. Furthermore, 359 (74.2%) patients suffered from esophageal, 110 (22.7%) patients recognized with gastric, and 15 (3.1%) patients with colon cancer. Survival rates after 1, 3, and 5 years of the diagnosis were 24%, 16%, and 15%, respectively. We found that the family history of the cancer is a significant factor on the death risk under all statistical models in the study. The comparison of AIC using the Cox and parametric models showed that the overall fitting was improved under parametric models (with and without frailty). Among parametric models, we found better performance for the log-logistic model with gamma frailty than the others. Using this model, gender and the family history of the cancer were found as significant predictors. Conclusions: Results suggested that the early preventative care for patients with family history of the cancer may decrease the risk of the death in the patients with GI cancer. The gender appeared to be an important factor as well so that men experiencing lower risk of death than the women in the study. Since the proportionality assumption of the Cox model was not held (p = 0.0014), the Cox regression model was not an appropriate choice for analysing our data.
Background
Cancer is known as one of the major causes leading to many disorders, death, and disabilities worldwide [1, 2] . Cancer has affected increasingly the human population during the past decades so that considerable amount of health care resources have been allocated to diminish its side effects [3] . It is predicted to become the leading cause of death in many developed and developing countries such as Iran [1, 4] .
Esophageal, Stomach, and Colorectal cancers are three most common types of cancer among Iranian population [5] . The Northern part, located on the Caspian coast has been reported as the main area of the county dominated by Gastrointestinal (GI) Malignancies tract cancer [6, 7] . Out of 70.4 million of the country's population, almost 50,000 new cases of cancer are reported each year. In more than 38% cases, the GI tract is partially or completely affected.
Stomach, esophageal, and colon cancer are three most common types of cancers reported among males. For females, the breast cancer should be added to this list [8, 9] . Cancer is the third most common cause of death in Iran. This accounts for 14% of the total mortality of which the GI cancer accounts for approximately half (44.4%) of all cancers related deaths [10, 11] . Unfortunately, the GI cancer in Iran is diagnosed when the disease is in its developed phase and hence the patience the available therapies treatment are less effective to cure the patience [1, 11] . Practically, the early diagnosis of the GI tract cancer gives more chance to the patients to recover from the discomfort.
Survival data are often modeled using the Cox proportional hazards model which estimates the covariate effects as the log hazard ratios. This model is free of estimating the baseline hazards for the model. However, since the hazard function is directly related to the time course of the disease, its behavior may be of medical interest. The baseline hazard rate can help us to understand the common history of the disease respect to the hazard rate changing over time [12, 13] . Cox's semi-parametric regression model [14] is frequently used to analyse the survival data. Alternatively the fully parametric models such as Weibull, Log-Logistic and Log-Normal models can be used [15, 16] . They can offer a gain that may not be obtained under Cox's model. Efron [17] and Oakes [18] showed asymptotically that under certain circumstances, parametric models can lead to more efficient estimates of the parameter.
In survival analysis, to model the data in which the mortality reaches a peak and then starts to decline, a model with a non-monotonic (hump-shaped) failure rate can be used. This is the case with our data we use in this paper. In order to capture efficiently this property of data, the Log-logistic and Log-normal model are often used [13] . However, If the issue of outliers is not major, the Log-logistic model can be used to approximate the Log-normal model. Moreover, for censored data, the Log-logistic model has a simple hazard form and survival function [12, 13] . For these reasons, we use the Log-logistic function in this paper for analyzing our data.
The aforementioned pattern for hazard function was the case in our study. Hazard function increased slowly until after a while started to decline. Because of this pattern in our data Cox, Weibull, and Exponential models are not appropriate ones and as was said in above Log logistic model seems better as results of our findings verified the issue.
It is assumed that for the unique covariate inputs, the survival function under the Cox proportional hazards and parametric models is the same for subjects. However, the data may present extra-variation due to the unobserved factors. In this study, we collected data on all possible factors we thought might influence the patient's survival.
A model becoming increasingly popular for modeling the multi-level individual survival times is frailty model. A frailty is an unobserved random effect shared by subjects within a sub-group. Frailty models are also used to capture the overdispersion in univariate survival studies. In this paper, the frailty refers to the effect of the unobserved factors on the subject's survival. Ignoring frailty may lead to the biased survival estimates. The overdispersion is modeled using a latent multiplicative effect on the hazard, or frailty. A gamma or inverse-Gaussian distribution is commonly used to model the frailty [12, [19] [20] [21] [22] . Thus, the hazard of a population is interpreted as the mean of individual hazards among the survivors. Frail individual with notable values of frailty will tend to die sooner [19] . The frailty (random effect) can be integrated out (in closed form or by numerical or stochastically integration, depending on the frailty distribution) to get a likelihood function not depending on unobserved quantities [19] .
By the expectation is conditional on being at risk at time point t, it mention averaging over a subset of the original population. Therefore, relative weights for hazards with high frailty become smaller as time goes by, corresponding to high mortality. An important implication is that studies of human aging based on cohort mortality data may be systematically biased or based on erroneous functional forms [19] . The aim of the this paper is to investigate the factors influencing the survival of the patients with GI tract cancer using parametric models with frailty. We also compare our results with that of achieved under the Cox model.
Methods
This survey was a prospective study. The total number of 484 patients with developed GI tract cancer registered at the Babol Cancer Registration Center during 1990-1991. They then followed up for 15 years until 2006. The socio-demographic and clinical data obtained using questionnaire and the patients' clinical records. Written informed consent from patients was obtained prior to entering the study. Patients completed a questionnaire that assessed satisfaction with the informed consent procedure. Also to maintain patient privacy, all records were coded with a unique project identifier prior to transmission to the data collection. The study was confirmed by the Ethics Committee of Tehran University of Medical Sciences. The factors we consider in our study are age at diagnosis, gender, place of residence, province, type of cancer, method of cancer detection, family history of cancer, education, job, marital status, cigarette smoking, ethnicity, migration status, drug use.
A multivariate parametric regression model (with and without frailty) was developed to analyse the prognostic factors related to the longevity of patients. To compare the different parametric models and their efficiency the Akaike Information Criterion (AIC) [23] , Cox-Snell, and deviance residual plots were used. The AIC was considered to assess the general goodness of fit of the statistical models. The lower value of the AIC, the better model to fit the data. Hazard rate (HR) [12, 24] was used to interpret the death risk of the parametric models. For the statistical analysis, the statistical software SAS 9.1 and STATA 8.0 were used. The values less than 0.05 for probability, p ≤ 0.05, was defined as the level of our statistical significance.
Results
Out of 484 initial patients with developed GI cancer, 321 (66.3%) were men and 163 (33.7%) women. The mean ± standard deviation of age at diagnosis was 58.26 ± 10.9 years and the median survival time was found 9.1 months. The estimated survival rates in 1, 3, and 5 years after diagnosis were 0.24, 0.16, and 0.15 respectively. The type of cancer in these patients was as follows: esophageal (74.2%), stomach (22.7%) and colon (3.1%) ( Table 1) . During the following up, the total number of 426 (88.0%) deaths were observed (non-censored observations) and 88 (12.0%) patients survived or exact details of their survival status were not available (Loss to follow up)(right censored observations).
According to the fact that the proportionality assumption of Cox model was not met in our data (p = 0.0014), using Cox regression was not suitable, even adding frailty term (with gamma and inverse-Gaussian) in to Cox model, proportionality assumption was ever violated and there was no remedy in the violation of the PH assumption. Thus Cox model was omitted from study.
The Kaplan-Meier estimates of the survival functions for the gender and the family history of the cancer are given in the Figure 1 .
Figures 2, 3 plots the Cox-Snell and deviance residuals under the parametric models; log-normal, log-logistic, and Weibull model. In overall, the plots show smaller residuals using parametric models and therefore we may conclude they have better performance than the Cox model. Furthermore, the parsimonious of the Cox-Snell residuals under the log-normal and log-logistic model with gamma frailty to the 45 degrees line in Figure 3 confirms these models provide better fitting to our data. It can be also seen that the log-logistic model has better performance over the log-normal model. The weak performance of the Weibull model which assumes the proportional hazards can be due to the violation assumption of the proportional hazards. The similar conclusion can be obtained by using AIC. The AIC of each model in the study is given in Table 2 . The best scores are achieved under the log-logistic model. The Weibull model is the next best model followed by the log-normal. Table 2 also suggests the loglogistic with gamma frailty as the most efficient model for our data. Table 3 reports the detailed results of the multivariate analysis for the parametric models with and without frailty based on the HR for each variable. Results of the multivariate analysis show that the family history of the cancer appears a significant factor in all fitted models. This implies that patients with the family history of the cancer are less survived than others.
Gender is significant under the log-normal and loglogistic with gamma frailty model but not significant factor under other models. This indicates that the level of the death risk due to GI cancer was reduced significantly for the women in the study during the following up period.
None of the parametric models suggests age, residence, province, type of cancer, methods of cancer diagnosis, educational level, occupation, smoking, ethnicity, migration status and drug use as a significant prognostic factors.
Discussion
GI tract cancer is one of the most common types of cancer in Iran [10] . The cancer is a particularly devastating form of cancer with a relatively low survival rate, and people generally will not live a long time after diagnosis. Several factors known in various studies as influencing prognosis factors and have been introduced [25] [26] [27] [28] [29] [30] [31] [32] [33] .
In the literature, there are many studies on the field of cancer, but researchers tend to examine the effects of covariates on patients survival using Cox regression model instead of parametric ones. A systematic study on Cancer Journals shows that only in 5% of studies of cancer in which Cox regression model is used the assumptions of the model have been investigated [34] . If presumptions are not met, results of Cox model are seriously under question. As an alternative, parametric models such as log-normal, log logistic, Weibull, and exponential can be employed. The only assumption of parametric models is that the variable time follows a specific distribution [13, 24] .
In this paper we aimed to study the possible relationship between the survival of the patients with GI tract cancer and several most common prognosis factors such as age at diagnosis, gender, place of residence, province, type of cancer, method of cancer detection, family history of cancer, education, job, marital status, cigarette smoking, ethnicity, migration status, drug use.
We found gender and the family history of the cancer significant prognostic factor. This supports the past studies reporting better survival for women with developed GI tract cancer [1, [35] [36] [37] and the family history of the disease as a significant factor [38, 39] .
Statistical assessment using AIC of the studied models showed that the log-logistic model with gamma frailty will describe our data better.
Due to their better performance, our intension is to use parametric models. However, the efficiency of the parametric models is greatly affected by the volume of the censored observations. For having sensible results, it is recommended that the percentage of the censored data should not be more than 50% [40] . This condition is satisfied with our data as they consist of 15% censored observations. Nardi et al. [40] compared the performance of the Cox model and some parametric models. They used normal-deviate residuals [41] to evaluate the assumptions of parametric models. They also studied Weibull model based on the estimated variation of the parameter rate criteria, and concluded that the Weibull was the superior model. In our study, we found the log-logistic model to have better performance than the other models in the study.
By a simulation study, HRbe et al. [42] compared the Cox regression model and the accelerated failure time (AFT) models. They used the proposed method by Stute Figure 2 Deviance residuals to evaluate model fit of parametric models. In this plot, the deviance residual is large for short survival times and then decreases with time. This pattern suggests that the log normal and log logistic models with gamma frailty are better than other both models (The log logistic model has the lowest mean deviance residual with respect to other models).
Log-logistic Model
[43] for fitting linear regression models with right-censored data. Their results showed that whatever the proportional hazards assumption is violated or not, the log logistic, log-normal, and the Stute models are more efficient than the Cox model. Bradburn et al. [44] evaluated the adequacy of some parametric models and the Cox proportional hazards model using model's residuals and the AIC. They found that the generalized gamma model and parametric models achieved both a higher log-likelihood and a lower AIC.
For the Cox and parametric models, the hazard function may depend on the unknown or latent factors which can lead to the biased estimates of the regression coefficients [19, 45] . To overcome this issue we used the frailty models. In fact these models are used to explain the random variation of the survival function that may exist due to unknown risk factors such as genetic factors and other environmental factors [19, 22, [45] [46] [47] .
Random effects models are known as the frailty models in the survival analysis. These models, widely studied in the 1990's, are relatively new in the survival field and are currently mainly under investigations, but technical problems in estimating the parameters of frailty models made to be used less compared to the Cox model. Using frailty to model the extra-variation in univariate lifetime data goes back to the work of Vaupel et al. [48] . Henderson and Oman [49] in a theoretical method revealed that in case of non-use of frailty model when there is frailty effect bias may occur in the estimates of regression coefficients. Schumacher et al. [50] showed that ignoring an important factor can lead to lower estimations of the relative risk by the fitted models. Keiding et al. [51] showed how removing one of the two explanatory variables might increase the variance of the hazard function and biased estimation of other coefficients in the fitted model. They suggested using AFT models to handle the effect of unobserved variables. According to our findings, log logistic model with gamma frailty is more suitable statistical model in survival analysis in patients with GI cancers rather than other parametric models. 
Conclusions
Our study showed that the gender and the family history of the cancer were two factors that can significantly affect the lifetime of the patients with GI tract cancer.
According to our findings the early recognition of family history of cancer and, in consequence, awareness of family members to consider the possibility of family screening may result in a decrease in death rate due to GI tract cancer.
Furthermore, we found that the death risk of the GI tract cancer for the men was significantly lower than the women. We also recommended to use the log-logistic with gamma frailty model, to evaluate the effects of the prognostic factors on the developing the GI tract cancer.
Limitation
One of the limitations of this study was the lack of an efficient recording medical system in the Babool Cancer Registeration Center. Currently there is no any information available for some clinical factors such as the type of esophageal cancer (adenocarcinoma, squamous) and the stage of the disease.
